3 eite 15 


# 1 


emp1 eyed 

by 

j, i" f f' f. i 0 d 

' b y 

o r L i 1 e 

1 uW 

sin ok i n g 

m o 

non s ni o k e i 

' s , 

the cl in 

1 c a 

e v a 1 u a t e 

L i i 

u r i n e a n •: 

:i 

Co t i n i no 

i n 


i n 


i n f a n L s b t e a s l 
h o L L 1 0 f :> (J . 

who were' not 
even higher 
rn o t h e i s were 
of adu 1 L >iiiolvc 


the 
r. n*o l 
r e 
e r s . 
b u L 
par 
extc 
b r 
the 
f eci 
C o k i 
br 
than 
b r e a 
*■■3 • ( 


author*, neither psychomotor nor mental development ,was 
o cx[iO',ui :■ dor incj pregnancy and o;u ly infancy* Infections 
spiraluiy n ,wl were more frequent in the children of 
These mothers weaned their babies earlier than 
the different feeding behaviour did not influence any of 
amelcfs that were investigated in tins study. In order to 
id; of smote exposure, cotinine was measured in children's 
east, milt once a month throughout the first year of life, 
u i Inc? -was significantly dependent on feeding behaviour: 
showed concentrations IP- fold higher than those who were 
nine excretion in urine of infants from smoking mothers, 
east fed (nicotine e x p o s u re via passive smoking only) was 
that of adult passive smokers. If infants from smoking 
si fed, their ur Inary col; i nine excretion was in the range 
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The role of vasopressin In the nicotine-induced stimulation of ACTM and 
co r tis o1 in men. 







© 


Stalke J ; liader 0; Bahr V; Hansen J; Scherer G; Oelkers W 

Clin Invest iy Mar Aim 1932, 70 (3 d) p218-23, 

Lx per i mental evidence indicates that arginine vasopressin (AVP) 
contributes to the release of ACTfi under certain conditions. The present 
study investigates the role of vasopressin as a secretagogue of ACTH during 
c i g a r e 11 e *- m o k 1 n g or n i co Line infusion with additional injection of 
corticotropin releasing hormone (CRH) and using the specific AVP antagonist 
d(CM2)5Tyr(Me)-AVP. We fii ,t tested the e f fee t of the AVP antagonist (10 
i)i 1 c i' u g r a rn s / k g b o cl y w eight I . v . ) on ACT H and cortisol release following 
cigarette smoking in 15 nnllhy young male smokers* Smoking led to marked 
i n c. i om e r 1 1. s in plasma nice line and to a small, rise in plasma ACTH and 

c o r L i s o 1 . M c ai i P 1 a sin a AC ! ! { and cortisol 1 o v e Is were at no t i in e 

significantly altered by lhe antagonist. This might be due to a slight 

agonistic affect of the AVP antagonist, to high 1nterind i v i dual variability 

of the ACTi! and cortisol responses after smoking or to a negligible role of 
AVP in smutiny i nduccd ACTH release. In a second study we performed the 
following tests in six healthy male non-smokers: (1) nicotine infusion (1.0 
m i croqrams/kg body weight per min)? (2) CRH i.v. (100 micrograms); (3) AVP 
antagonist i.v. (5 in i c r oyranis/kg) ; (1) nicotine infusion plus CRH i.v.; (5) 

nicotine infusion plus AVP antagonist i.v.; (6) nicotine infusion plus CRH 

and AVP antagonist i.v.; and (7) sham infusion. Nicotine infusion led to 
g, eater increments of AVP, ACl H and cortisol than smoking without causing 
nausea. Peak nicotine levels after nicotine infusion were lower' than after 
smoking. The AVP antagonist in the reduced dosage given alone had no effect 
on hormone levels. However, it slightly attenuated the effect of nicotine 
on ACTH and cortisol (P less than 0.05, ANOVA) . (AG3TRACT TRUNCATED AT 250 
WORDS) 
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Smoking habits in relapsed subjects from a smoking cessation trial after 
® one year. 

N o r r e g a a i ■ ci J ; Tonne P ; Simons e n K ; P e l e r s e n L ; 3 aw c U 

Br J Addict Aug 1392, 3 7 (3) p 1133 -91, 

• Reports of smoking cessation studios often claim that many relapsed 
subject s reduce L ho i r smoking. We investigated the smoking habits of 
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in .a smoking c o s > a L i o n trial using nicotine 
ii lit if) an L c in that study wore summoned to a 
71) of 259 re lapsers attended, as did all 3 0 
an 17 of lho subjects had quit spontaneously 
ily cigarette consumption, standard nicotine 
iiiinc co nct'ii l f a l i on , expired carbon monoxide 
11 cy sca 1os woi o assessed at entry and at the 
f these six s rn o k i n g - related characteristics, 
e ah t mean reduction of 71-271 . A significant 
(mean »/■ 5 D) was recorded in the relapsers 

g foi abstainers (p less than 0.001). It is 
; r i f c* 1 a p * e i s are relatively unchanged, and 
c oin <? m e a s u r o in s fn ok i n g cessation trials is 
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I \ a em o dy n am i c 
3 -■ 12968 - ( - ) f i n 

Makki Ts Lartaud I 
}! o f f rn a n M ; Nicolas J P 

Br J Pharmacol May 1992 
1„ The 1 1 a cmod y na mic off c < ■ 
entry blockoi' ( on an l ionic i 
ste r e oisome \ , 3 1 2 9 0 7- ) , 

experimont was p e i formed 

i mp 1 a n t e d: w i t h f e m or a 1 
pre vio u s1y trea l e d wi L h 
marked vascular 
w i t h no overt 
p r ofile. 7 . I n 

n IT e dip if) e aiid 
b 1 o o d p i o s s u r e 
accoiiipan i ed by 
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3 1 2 9 6 7 * ( '• ) i n c r o a s e d b 1 o e d 
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cardiac output fell. 5. In 
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) , a new d i h ydr o p y r i din e c a1ciu m 
were compared with those of th© 
sodium n i tropruss i de. 2. A first 

young male rats chronically 
vein cannula and repeated in rats 
and nicotine. Such treatment produces 
c a 1 c 1 uni overload, especially of the compliance ar te r i es , 

■ ? S g n or toxicity as far as can be judged from the plasma 

con s l i o u fats the hypotensive effects of 3-129 6 8-(~)« 

-..odium i. i 1 1 o p r u , i d o were of .simitar potency. The falls in 
produced by nifedipine and sodium nitroprusside were 
r e f 1 e x L a c h y y -a i d i a which was less marked in the vascular 
model. 5-129G8 ■(-) did not induce reflex tachycardia. 

svure in both models. 4. A second experiment 
vL pen lobarbitone -anaesthetized rats with 
ho ascending aorta. If] controls the falls in 
low doses (0.1 and 0.3 rng kg-1, i.v.) of 

by foils in total poi ipheral resistance. Th© 
) of 0-12968' (*■ ) produced no change in total 
als pi©treated with vitamin D3 and nicotine, 
3-12968-(•) appears to have a dual 
higher doses at least in part by a 
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CM; Hellerstedt W; Jeffery RW; 


Hatsukami D; Allen S; 
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i smoking cessation is often cited by women 
for* not attempting to quit smoking or for 
attempt. METHODS. A randomized trial of 417 
to test: the addition of two weight control 
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*•> t r a t e g i <? l o a m oh ! n g e o ^ s a Lion pi ugi am . R a i ■ t i c i p a n t s rece i ved the 
standard smoking cassation program, the program plus nicotine gum, the 
program plus behavioral weight control, or the program plus both nicotine 
gum and behavioral weight conlt^l . Weight, and smoking status were measured 
'•* t t h g end of ti enLmcnl and a L G Liiid t 2 months p o s L t r e a t me n t ♦ RESULTS* 
Smoking cessation rates v/oic lit ghost in the group receiving the smoking 
cessation program plus nicotine gum. Weight gain did not vary by treatment 
c: o nd i t i o n , so i t s o r f o c l on i c 1 ap o oou 1 d not h e o xam i n e d by group. There 
wa s n o s i y n i f i c an t t o 1 a i, I on h i p b o two e n wo i g h t g a i n o d and relapse in 
individuals. CONCLUSION?. The added behavioral weight control program was 
attractive to the parLic i panls and did not reduce smoking cessation rates. 
However, it did not produce the expected effect on weight, thereby 
restricting our nb il Ily to examine the effect of weight control on smoking 
c e s s a lion and r e 1 ap s v». 


3/AU,TI,S 0♦A D/3 7 (Item 3 7 fiom Tile: 153) 

01AL 0 G(R)F i1e 15 5 s (c) for m at o n1y 1 9 9 *1 Dialog Info.Svcs. All r is, r e s e r v . 



•# 


Ilf feels of caffeine, nicotine, ethanol and sodium selenite on pancreatic 
c a r c i n o g e n e s i s in h am s ter s after initiation with N -• n i t r o s o b i s ( 2 - o x o p r o p y 1 ) a 
m i n e . 

Nishikawa A; Furukawa F; Ima. ; :awa T; Yo sit i mu r .. H; Mitsumori 1C; Taka h ash i M 

Carcinogenesis Aug 1992, 13 (3) p!379~32, 

The modulating effects of caffeine, nicotine, ethanol and sodium selenite 
on development of N - n i t r o s o b i s ( 2 ■■ o x o p r o p y 1 ) - a m i n e (BOP)-initiated 
pancreatic tumors were i nve s l: i ga ted . Female Syrian golden hamsters were 
given s.c. injections of BOR (10 mg/kg body weight) or saline alone once a 
week for 3 weeks and then administered 2000 p.p. rn. caffeine, 25 p.p.m. 
nicotine, 201 ethanol or -1 p.p.m. sodium selenite in their drinking water" 
for the next 37 weeks. Control animals were given tap water alone after BOP 
initiation. Only the (30R • treated groups developed pancreatic 
adenocarcinomas and dysplasias. The multiplicity of pancreatic carcinomas 
was significantly higher (R loss than 0.05) in anima 1 s receiving caffeine 
than in the controls. I 11 addition, caffeine treatment slightly increased 
l h e i n c i o e n re of c a r c i n o m a s . N i c o t i i ) e and o t h a n o 1 also s in o w e d tendencies to 
enhance pancreatic carcinogenesis, although there were statistically no 
significant d i f f o r o n c o s i ■ o y *. i u i n g lesion development. In contrast, sodium 
selenite a d minis t r a tion was associated with a tendency for a decrease in 
the n u rn ber o f care in o m a s and dysplasias. Thus, a rn ong these c h e m i c a 1 s of 
o L> v 1 ou s significance to human life-style, caffeine enhanced the development 
of pancreatic tumors when admi in storod during the post" i n i t i ation phase in 
1: h i s h am c ter mo del ♦ 
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Imp act and c o s t * e f f e c t i v ? n o •> s of smoking i n t e r v on t i o n s . 

T s e v a L J 

Am J Med Jul 15 1992, 93 (1A) 33-d73, 

C i g a r cite s rn o k 1 n g is t! no foremost preventable cause of death in the 
United States. Along with being a major contributor' to lung cancer', chronic 
obstructive pu1 rnonary disease, and cerebrovascular disease, smoking is one 
of several modifiable risk factors for coronary artery disease (CAD). The 
Coronary Heart Disease Policy Model is a c o rn p u t e r simulation model of CAD 
in the United States. Using the model, one can project CAD incidence, 
prevalence, events, mortality, cost,, cost-effectiveness* and gains in life 
expectancy from vaiious risk factor modifications, including smoking 
i n terventions, The model pi o j v ct s that reducing the number of cigarettes 
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>mi o k e d !.> y 507 would i n c r c a s e the population- wide life expectancy of 
3 5 year - o 1 cl U , 3 , t I l i ,• ■? n '■ !> y 0.2 y c a r . f‘ 1 i in i n a t i n ci smoking would yield 

ij op u 1 a L I o 11 w i d c g a in:. o I' 0.0 y car Tor 3 G ■ y e a i -old males and 0.7 year f o r 

3 5 - y e a r - o 1 d females. These gains arc comparable to those achieved with 

strict control of cholesterol levels, diastolic blood pressure , or weight* 
Gains for the smokers themselves would be much greater. On average, 
33 -year - clu male smokei > would 1 ivo 1.2 year? longer if they reduced the 
number of cigarettes smoked by 502 , and 2.3 years longer if they quit 
smoking* females 35 years of age would live 1*5 years longer by cutting 
back by 502 and 2.3 years lunger by quitting. These gains are equal to or 
greater than gains that individuals would realise by reducing serum 
cholesterol levels of 2 4 0 2 9 9 mg / d L to 200 m g / d L ; controlling mild 

hyperLens i on ; or reducing weight from greater than or equal to 1302 ideal 
body weight to ideal body weight. Gains projected by the Coronary Heart 
Disease Pol icy Model arc comparable to those forecast by others, who have 
projected that young adults would gain approximately 0 . 2 - 8,7 years by 
q u i 11 i n g s in o king, d epeml in g on, t h o i r s tn o k i n g history. Two studies have 
examined the cost-effectiveness of smoking interventions. One found that 
counseling smoker's to quit would cost only $ 7 0 5 - 9 8 8 per year of life saved 
for males and $ 1 , 204 - 2 , 05 ? per' year* of life saved for females. The second 
study found that pre/.ci ibing nicotine gum as an adjunct to counseling would 
cost on" y $ 4 , 113 '6 , 4 G 5 per year of life saved for males a n d $ 6 , 880 - 9,473 
per year’ of life saved for’ females. These cosfc-o f feet i veness ratios are 
more favorable than those of most other current healthcare interventions. 
Smoking cessation would increase popu 1 ation*wide life expectancy by about a 
year and Lite life expectancy of a smoker' by several years. (ABSTRACT 
TRUNCATED AT 400 WORDS) 
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DexferrM u r amine. A r c v i v w of its pliar m acol otjical properties and 
therapeutic potential in obesity [pub! i shed erratum appears in Drugs 1992 
J u 1 ; 4 4 (1) : 8 ] 

Melavish D; Heel RC 

Drugs May 1992, 43 (5) p713-33, 

D e x fen fl u ram i n e s t i m u 1 a t e s s e r o I; o n i n e r g i c activity by i n h i b i t i n g 
serotonin reuptake into prosynaptic neurons and by enhancing its release 
into biain synapses. Based on the serotonin hypothesis of appetite control 
these effects would be expected to reduce food in tale and thus body-weight, 
3 I u d i e s in animal mo d o1 ■. a 11 J s e v oi o1y o v e i w e i g h t patients have c o n fir m e d 
the effectiveness of do; fen flur amine as a weight- re dueing agent which 
appears to be well tolerated. Permanent weight loss is the goal of 
weight-reducing strategies and, based on cur* rent clinical evidence, 
de a fen f1uramine appears to exert a weight reducing effect over periods of 
up to 12 months without development of tolerance, a problem that has 
1 imi ted the long teim use of other pharmacological agents used in the 
treatment. of this disorder. D:, " u fl u r am i ne facilitated weight loss in 

patients who had not i o .. ponded satisfactorily* to other weight-reducing 
strategies, prevented relapse in those patients who had achieved weight 
reduction by other methods, and corrected disturbed eating patterns (and 
l hare for' e \ educe, u weight gain) in small studies, involving patients wit h 
premenstrual syndrome, seasonal affective disorder and nicotine withdrawal 
syndrome. Follow-up of the longest study reported with dex fen fl u rami ne 
suggests that continued therapy is required in severely overweight patients 
i f weigh t 1 o s s \ s l; o b e in a int a i n e d . DexfenMu r am i no has not been directly 
compared with nonpharmaco1og i cal measures of weight control such as 
behaviour modification or' exercise programmes. The decision that 
pharmacological means arc indicated in overweight patients must be highly 
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individual i o d, and must coir, iuoi tin; many complex r actors that often 

contribute to overweight ,l,ilca as well as the anticipated magnitude of 

drug effect. Despite such a cautionary note, and the expected need (at this 
stage of its deve1opmont) Tor an expanded clinical study programme in 
e e i' t a i n are a •:« , d ■' x f e it f 1 u i am i n e is a clear .advance in the pharmacological 

.a p p r o a c h to i m p r o v * -- d met 11 a g e m o f 1 1 of overweight i r i d i v i d u ix 1 $ , 
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Is t! i e r e a c o n n e c t ion b r tween carbon nionox i de exposure and hypertension? 

P e n n e y D G ; r! o w 1 e y J W 

ilnv i i on Meal t h P o r s p e c t N o v 1991 , 9 5 p 19 1 •* 8 , 

Exposure to cat bon monoxide i ft oui society is a frequent occurrence, from 
auto exhaust, industrial eTMucnls, and cigarette smoke, and takes place 
over a wide range of concentrations. It has been suggested that chronic CO 
inhalation may alter blood pi ossure , even possibly provoking hypertension 
by acting alone or in combination with other environmental stressors. Some 
studies examining the response to CO exposure have reported decreases in 
blood pressure, whereas others have found increases or no change. Blood 
pressure in longterm cigarette smokers is gene ('ally decreased relative to 
non smokers, albeit a slight decrease. The strength of this finding is 
somewhat clouded by the effect of the lower body weight in smokers. The 
i i")creases in blood pressure observed acutely with smoking are mainly due to 
nicotine. Chronically, the hypertensive action of nicotine is largely 
offset by the hypotensive action of CO. Several studies support the notion 
that environmental CO expo., u re or smoking accelerates or exacerbates 
hypertension in some people. It has been asserted that chronic CO exposure 
increases the development of atherosclerotic disease; however, convincing 
evidence from animal experiments is lacking. Nevertheless, CO may elevate 
plasma cholesterol and does appear to enhance atherosclerosis when serum 
cholesterol is greatly elevated by diet. Using the borderline hypertensive 
rat, an animal model icputed to have increased sensitivity to environmental 
stimuli, we found no evidence to suggest a provocatory role for CO in the 
development of hypertension; instead, CO exposure produced hypotension. On 
the whole, the human and animal literature, as well as our studies, fail to 
support the hypothesis that long-term CO exposure is capable of provoking 
an increase in blood pressure, even in borderline hypertensive or sensitive 
individuals. 
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Chronic treatment with the angiotensin I converting enzyme inhibitor, 
p e r i n d o p r i 1 , protects in vitro c a r b a e h o1 - 1n d u c e d vasorelaxation in a rat 

m o d e 1 c- f v a s c u 1 a r c a 1 c i u m o v c r load. 

Menrioii D; Chi 1 1 on Jn; Capdev111e»Atkinson C; VI nceneux-Feug1er M; 
Atkinson J 

B f J Phar macol Dec 199 1, 104 (4) p9GG-72, 

1. Treatment of young rats with vitamin D3 plus nicotine produced 31 and 
4 fold increases in the calcium content of the aorta and the mesenteric 
arterial bod, lovpoc: Lively. 2. Aortic ring* and perfused mesenteric 

arterial bods Train vitamin D 3 / n i c o 1 i n o - t real e d animals showed a diminished 

contractile response to noi ad renal i no in vitro. 3. In vascular preparations 
f com vitamin D 3 / n i c o t i n o • treat c e! a n i rn a 1 s , precontracted with noradrenaline, 
relaxation by the endothelium dependent vasodilator, carbachol, was 
attenuated but responses to sodium nitropruss1de were not modified. 4. 
Prolonged treatment with the angiotensin I converting enzyme inhibitor. 
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p s r i nd o p r i 1 » a L a dose (1 mg k g 1) which did not significantly modify blood 
pressure, failed to p r e v cm t v a sc u1 a r calcium overload* 5. P e rin do p r 11 

treatment diminished nor adi e n a 1 i no evoked vasoconstr i ctor responses of 

a o r t i c ring s in b o l: I i gr u u p , b u t. t e t o i c d t o p o n s e s i n rn esenteric arterial 
beds of vitamin D'l/n ionium Lj '.a Led rats. 6* Per indopril treatment also 
f e stored the maximal re '.(hmi c* s Lo car bac hoi o f both aortic rings and 

mesente r i c ar t o r i a 1 h o d > o r v i t am i n D3 /n i c o L i n e - t r e a t e d rats, 7 . I n 

conclusion, in the vitamin D3 plus nicotine model of calcium overload, 
reduced endothol ial mediated lolaxation can be prevented by per indopril 
t r e a t m e n t. 
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Antinociceptive effect of <. hi o j i i c 
w i t h d r a w a 1 rn e a s u r e d b y hot- p 1 a L e and 
Y a n g C V ; W u W} I; 7 b ue k VIC 

Psycho p 11 at in a col ogy (Perl) 19 9 2 \ L0G ( 3 ) p '? i 7 2 0 , 

(6 rng/kg/Jay) was administered subcutaneously via 
a t s f o r 2 0 u iy s . Nov i c c p l. i o n wa s mo a s u r e d by the 

ci 11 i f i c a n t antinociceptive effect was demonstrated 
of the treatment; after that tolerance developed, 
ng period of nicotine treatment. This effect was 
11ab i tuaLed, rather than in the naive, rats. Rats 
w i t h d r awa1 tended to exhibit the nociceptive effect 
ovex all r value on the bor der of significance. This 
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f 1 o r k in s K A 

J A pp1 Physiol fob 1992, 72 (2) pd01~9, 

The inverse r e1 a tion sh i p between cigarette smoking and body weight* a 
potent obstacle to stopping smoking, may be due in part to effects of 
smoking on increasing whole body metabolism. Studies examining chronic and 
a cute rn e t a bo1 ic effects of smoking* as well as its constituent nicotine, 
are reviewed. Evidence suggest,, the absence of a chronic effect; most 
studies indicate that smokcx: and non smoker's have similar resting metabolic 


rates (RMR) 

A1 though an 
inconsistent 
exposure or' 
smoking (and 
t han 10 t 
s p e ci fie 


and that RMR declines very little after* smoking cessation, 
acute effect due L o smoking is apparent, its magnitude is 
across studios* possibly because of variability in smoke 
nicotine intake. In smokers at rest, the acute effect of 
nicotine intake) appears to be significant but small (less 
of RMR) and transient (less than or equal to 30 min). However, the 
situations 


in which smokers tend to smoke may mediate the 


magnitude of this effect, inasmuch as smoking during casual physical 
a c t i v 1 t y may enhance it while smoking after' eating may reduce it. 
Sympathoadrenal activation by nicotine appear's to be primarily responsible 
for the metabolic effect of smoking* but possible contributions from 
nonnicotine constituents of tobacco smoke and behavioral effects of 
inhaling may also bo important. Improved understanding of these metabolic 
effects may lead to better prediction and control of weight gain after 
smoking cessation, i.hu- inu casing the likelihood of maintaining 
a b s L i n e n c e , 
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■ intj level of physical activity on acute 


T h e a cute l h o r m ogon i c o f 
a in o k o f a u n dot c o r i cl i t. I o 11 a < • f 
act i v i Ly comp ai ab1e lo t i i al 
a n cl female s m o k cm s ( n •• J. 0 c a c h ) 
in icrograms/ k g n i c o tin o v i a me a s u t e d-dose nasal spray once 
9.0 m i fi, with each d o s e presented ori a separate occasion 


o n . i L ; 3 ! 

l 1 9 9 3. , 
e c t of 
i r I ..uui 
noniMl 1 y 
C 1 ac h 


I I I o i R L ; J a c o b R G 

d0 (2) p 2 0 3■ 8, 

nicotine was ex amin e d in cigarette 
two levels of low-intensity physical 
engaged in by sedentary adults* Male 
r e c eiv e d ■0 (placebo)* 7 * 5 * 15 * or 30 

every 30 min for 
After each dose 


q n t a t i o n , 
50 


P r e 'j 
at 30 o r 
i n d i e a t e d 
large dur 
a c t i v i t y 
nicotine 
ac tivity 
apparent 
effect of 


ubjcM.;!;, engaged in 10 min oT rest or 1 ow - intens i ty activity 
watts (W) using a bicycle ergome ter. For males* results 
that expenditure alti ibutable to nicotine was more than twice as 
Ing G0--W activity compared with rest* while that during 30~W 
was intennod iate* For' females, expenditure attributable to 
w a s gen e r a 1 1 y s i m i 1 a r l o t fiat o f m ales during rest and 3 0 ~ W 
b u t w a s s i g n i f i c a n L1 y lower d u r i n g G 0 ■ ■ W activity* indicating a n 
" i n v e r t e d - LJ !l relationship with activity intensity. The enhanced 
nicotine was specific L o energy expenditure* since heart rate 


showed dose - depend onl changes that were generally similar regardless of 
activity level. These findings confirm a mediating influence of physical 
activity level on the acute metabolic effect of nicotine, especially in 
males* and may have implications for explaining individual differences in 
b o cl y w e i y h t changes cl no to to b a c c o smoking and cessation. 


m 

# 


« 

9 

$ 

$ 


5/AU*T1* 30,AO/45 (Item 45 from file: 135) 

DIALOG(R)File 155: (c) format only 1994 Dialog Info.Svcs. All rts. reserv . 

E f facts of l obacco smok 1 ng on caloric intake. 

Pe r kin s KA 

Br J Addict Feb 1992, 07 (2) pl93-205* 

Reduced body weight due to Mucking may be an important factor' inhibiting 
smoking cessation and promoting relapse after cessation in some smokers. It 
I s p o p u 1 a r 1 y believed that smoking decreases body 'weight by suppi'essi n g 
appetite. However* cross-sectional studies show that* despite their lower 
body weights* smokers do nut cat less than non-smokers or ex-smokers and, 
in fact* tend to eat siightly more. Similarly, laboratory studies show no 
acute effects of smoking oi nicotine intake via other means on caloric 
intake in s rn o k e r s , although intake of non-srnokers rn ay be reduced after 
nicotine. In contrast* longitudinal studies show that eating consistently 
i n creases in the first weeks after s » *• \ • p i 11 g s in ok ing , but may recede to 
pre-cessation levels with longer-term abstinence* while resumption of 
srnoking after cessation is accompanied by a reduction in eating. A similar 
pattern of results is oen foi ->ol f -reported hunger and some, but not al 1 * 
constituents o f diet. Thus, IIkm e appear to be no acute or' chronic effects 
of smoking on eating in smokers maintaining regular smoking, but changes in 
eating are observed concomit a n L with changes in smoking status (i.e. 
cessation or relapse). Although tolerance to anorectic effects of nicotine 
is one potential e x p 1 a n a t i o n , t h e s e findings may h e rn ore parsimoniously 
explained by viewing changes in eating due to smoking as secondary to an 
a Iteration in the sot point around which body weight is regulated. 
According L o this notion, cessation is a c c o rn p a n io d by increased eating only 
until a new* hi giro t body weight set point is reached, while relapse (and 
perhaps initiation of smoking) decreases eating only until a lower set 
P oint is ieac bed. Im pi ica tio n s of the se findings and a set point 
explanation for them arc d i s eu > s e d , 
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Guiiw id GR; }! t i vone?n MO; Keosuy NT 

Am J Clin NuUr Apr 1992, 55 (1) p378-81, 

flats infused with nicotine were initially hypophagic and lost weight. 
Although food intake recovered, body weight remained 8-12% below normal, 
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21ev a l ing 
s h o r tene d ) 

1 e v e 1 . At 
e x p e n d i t u r e 

2 61*9 kJ*d■ 


(or reducing) body weight before treatment prolonged (or 

initial hypophagia; weight reliably stabilized at the reduced 

this reduced weight, the treated rats' daily resting energy 
was comparable with that of norma1 -weiyht controls (262,3 vs 
3.kg body wt-0,75). Deducing the weight of controls to that of 
treated rats caused their expend i lure to dr'op to 250*6 kJ.d~l.kg body 

w t. - 0.7 5 , an e n e f gy - con ee i v I n g d j u s lme n l that treated rats also displayed 

when their weight was lowered from its already-reduced level , Terminating 
nicotine treatment led initially to hyporphagia t which abated upon body 
we i g hf being restored to riuimal . Normal daily energy expenditures at 
reduced weights suggest that nicotine lowers regulated body energy. Acute 
intake adjustments as soo 1 a ted w i t \i initiation (or c os s a t i o n) of nicotine 
treatment can lie viewed as (espouses appropriate to bringing body energy 
i n to b a 1 a n e >,• w i t h L1» o a 1 L e rod i e g u 1 a t i o i i 1 e v e 1 . 
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, nicotine dependence offers both challenges 
f!ie treatment of this condition frequently 

s o c i a 1 
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The c 1 I n i c i an ' s t o I o in 
p a t i o n t s * 

M a n 1 e y MW ; t“ p p s D P ; Glynn T J 

Med Clin NorLh Am Mar 1992. 

L i ke other chr on i c; cor 1 d i t ion: 
and rewards to c 1 I n i c Ians, 
r e q u i r e s e x per i e n c e in p h a f in a c. o logy, b chav i o r a 1 science, and social aspects 
o f mod i c i n e . r h y s i e i an a r i} u n I q u e 1 y q u a 1 i f i o d t o a s s i s t patients in t h e i r 
efforts to overcome the multifaceted condition of tobacco addiction. In 
providing tills 1 1 ea Linen L , the clinical challenges arc far outweighed by the 
benefit to patients who stop smoking, for many patients, smoking cessation 
is, by far, the most impo r t an t stop they can Lake to improve their health 
and increase their life span* Physicians who help patients accomplish this 
difficult goal provide a life-saving service. There is sufficient 
sc 1 en tif i c evidence to guide physicians 

intoi vent i ons 
. i lio Intervention 
... e smokers, to stop, 
full v w up. ihe se 
c c s :> a Lion p r o g ram 
nt 


patients. Brief, s y s t e rn a t i c 
Pa tie n L smo king c e ssat io i > i at' 
s l e p s : ask about smoking, adv 1 

s t o p , a 11 cl a r • r a 11 g e a deg u a t e 

consistently when a smoking 
o f flee p rac lice. The c o rn pons 


in their approach to smoking 
have been shown to increase 
can be described in four 
a s s I s L those who want to 
interventions are used 
is adopted by an entire 


d e P in i n g s t A f f 
ma l e r i a 1 s , mol 
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pub1ic health 
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ing use of 
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Even with very 
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in the United 


c o i n in u n i t y - based L o b a c c o con t r o 1 


r e s u 1 t in a 
smoking and, 
o u r t i in o’. " 


mark o d 
Lhu , 


red uct i on 
c o n k r o 1 o f 


of this o f fice-ba se d program include 
a smoke -free office, stocking appropriate 
medical record to identify smokers and to 
and monit o rin g patient p r og r* e s s♦ The potential 
physician intervention with smoking patients is 
m o dos t expectations of cessation rates, 100,000 
intervention can pi oduce over 3 million new 
3 L a t o s cacti year. In conjunct io n with othe r 
efforts, this p h y sicia n * 1e a d effort will 
in the morbidity an -J mortality caused by 
11 i o mo s t I m porlant public health issue of 
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r e c e p L o r s a n cl b e h a v i o u r in a d u 1 l m fee. 

No r o' b e r g A ; Zhang XA ; f i o d r i I. v on A $ C r i k s so n R 

3 rain Res. Dev Drain Res. Nov 19 1991, 63 (1*2) p?flj * 7 , 

The e f f e c t s of i. o o f i a Da] n ic.ol In o c x p o s u r o on s p o n L a neous an d 

n 1 co 11 ne*-i nduced behaviour in 1 month old mice and on the development of 

brain nicotinic recop lors were studied. The behaviour study showed that 
mice treated with n 1 1 o L i tu* GO m icr ograms ( (nicotine base/kg body weight 
(bw) s.c. twice daily between 10 and 16 days poslnatally displayed a 
hypoactive cof'td i L fort, whereas mice treated with saline displayed a 
hyperactive condition* When the Ai co l i n i c locoplors in the brain cortex 
were analysed, the displacement curves for* [3H] n i co t i ne (- ) n i co t i ne revealed 
an almost equal proportion of high . and low-affinity binding sites in 

17-'day-old mice, while the h i yh a f f ! n i t y sites predominated in <1 - rno n t h - o 1 d 

mice, with affinity constants for both high* and low-affinity binding sites 
10 times higher in 4 - rn o nth old mice than in 17 ~ d ay - o 1 d - tn i c e . A decrease in 

the number of nicotinic receptors was observed from day 17 to 4 months, 

mainly of the low affinity nicotinic type. Interestingly, the displacement 
c u r v e s i n neonatal 1 y ni cot in e t r e a ted mico showed only one populatio n o f 
high-affinity binding sites in 17-day- and 4-rnonth-old mice though the 
total binding sites in 1 -month -old mice were the same for the neonatal 1y 
nicotine"treated and sal i ne-treated mice. These results indicate that 
neonatal nicotine treatment prevents the development of low-affinity 
n i c o t i n 1 c sites in the brain arid this earlier exposure to nicotine induces 
a ui ff ©rent b e havio u r r cs p o n s o in a d u1 l animals to a test do se of nicotine. 
Days 10-16 postnatally appear to bo a critical period for the effects of 
n i co tine on the bra i n . 
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Teratogenic effects of nicotine on first molar odontogenesis in the 
ill o u s e . 

3 a a d AY; Ga r In cm l R ; 1 i i a 11 .11 

Acta Morphol Rung 1331, 33 (2) pD/-96, 

f" e buses of p t e g n an t C 0-1 5 w i s s albino mice, exposed to 0.17 n i c o t i n e 
sulphate at a dose of 1. . G 7 my/kg body weight T r o rn the SLh to the 15 th 
gestational day, were cornpai -:-d witii control fetuses to assess the effects 
of nicotine on fii st molar odontogenesis. Mothers were sacrificed on the 
loth day of gestation. 1 he 130 nicotine treated fetuses, as well as the 348 
c o n t r o 1 f e i; u s e s w ere c mb e d d e J in p a. i a f f i n and sectioned in the frontal 
plane. The developing molai •/. u f the expo r Ifncn tal fetuses were retarded, 
loss differentiated, and reduced in breadth in comparison with controls. 
T he developing rn o 1 at s o f t h e c o n t r ol f c t u s e s were in the bell stage of 
odontogenesis, whereas tho>c- of the experimental population were either in 
the late cap or early cap stage, depending on the absence or presence of 
palatal cleft, which occurred in 3.67 of the fetuses. It is suggested that 
n i c; o t i n e , or 1 t s me l ..do o 1 i b y p i o d u c t s , interfere with normal interaction 
between the cpithol ial .uid mo... o n ■; i i> mal components of the developing tooth. 
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effects of nicotine on hungei and eating in male and female smokers. 
Perkins KA ; Lpstein L! I; Do x Lou JC, Do I b o r g - Ka s s c 1 R; Stiller RL; Jacob RG 
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2, 10(3 (1) p33~9, 

se pel at I onsh i p between smoking and body 
11; o t 111o J ■? ai:u to effects on ('educing hunger 
male and female smokers (n - 10 each), 
g and food, received one of three nicotine 
s/kg) or placebo (0) via nasal spray every 
uiigm and s .a t i e ty ("fullness") and cravi ng 
after each dose presentation. Subjects 


subsequently ate 
t a s t c a n d f a t c 
on sel f-ropor ted 
bv ing dee r ea so d , 


■y ate ad 1 ib fi om .a 
f a t c o r i Lon l. f u r both 
ported hunger, but ci 
oasod, cal oric ! n tat a 


owing nic o tine c ompai■ e u 
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;ual1y no differences 
1 1 i n e . These results 
1 1 i t e in fasting s rn o k e 
;ing may account for- the 


a i ■ e u w i L n p 1 
increase was 
c e s b •; L w c c t \ 
is in 0 i c a Le 
n o k e r ■ s a n u s 
l lie lower b 


large an ay of food items varying in sweet 
i males and females, nicotine had no effect 
garotte craving was decreased. Rather than 
d ui i i i g the meal was unexpectedly increased 
placebo. Cigarette craving increased after 
'as unaffected by nicotine dose. There were 
L en males and females in any effects of 
i L c L! i a t nicotine may not acutely suppress 
i suggest that other actions of nicotine or 
b«»d y weigh L s of s rn okors, 
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Effect of chronic treatment with the calcium entry blocker, isradipine, 
o n vascular c a 1 c i u in o v e r 1 o a d p i o d u e v d by v i t am in D 3 and nicotine in rats. 

Mention D; Chi lion JM; Capdoville Atkinson C; Atkinson J 

J Pharmacol Exp Thor Jan 1992, 2G0 (1) pi--0, 

Treatment of young rats with vitamin D3 and nicotine produced a 35-fold 
i n c r ease i n t h e calc! urn c onlcnl of the a o r t a and a 4 f o 1 d increase in the 
calcium content of the mesenteric arterial bed, F31 ood pressure was not 
modified. In vitro, aortic rings and mesenteric arterial bed preparations 
f r o m such animals s h o we d diminished vasoconstrictor responses to 
n o r e p i n e p hr i n e . After- p r e c o nl. rac t i on with norepinephrine, the 

omJo tin? I i u m <j e i? e n d e n l v a •:* od i 1 a l. *> r , <. aibachol , produced vasorelaxation. This 

la.tt.er effect was aitonunlcd in aortic rings and mesenteric arterial bed 
p i ■ e p ar a t i o ns fro m animals previously treated with vitam in D 3 and nicotine, 
but the vasodilator- effect of I • i ;n n i L r o p r u s s i d e (which is independent of 

the endothelium) was unchanged. Prolonged treatment with the calcium entry 
blocker, Isradipine, at a dose (1 mg/kg, i.p.) which had no effect on blood 
pressure, prevented calcium overload of the mesenteric arterial bed, but 
did not modify aortic calcium overload. Isradipine treatment had no effect 
on v a s o c o i i s t rie t o r responses to norcp i nephr i no in vitro. Such treatment 
did, however, restore the c u do l h e1 i u m-dependent vasodilator effect of 
c a r b a c h o 1 i n t h e in e s e n t e r i c arterial bed (but not in aortic r i n g s ) . I n 
conclusion, in a rat model of vascular calcium overload p r o d u c e d by 
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(ADH) and aldehyde dehydrogenase (A1DM) were measured in the liver an d t hfi h , . ; ■>*. 

1) r a i n, after treatment with an extract of cannabis resin, with an extract •' . j’ 

of tobacco leaves, or wi th nicotine. A condensate of cannabis resin extract- . 

was collected in a smoking machine* using a tobacco cigarette as the 
vehicle* Unsmoked or smoked cannabis extracts were dissolved in olive oil 
and were given i.p. (twice daily, for 7 days)* In both cases, a similar - - -v 

dose level was used in terms of starting material (raw cannabis resin), 

estimated at about 100 mg/kg body weight* Control animals were treated 
either with olive oil, or' with the same amount of smoked condensate \ 1 

obtained from a reference cigarette* Nicotine was dissolved in olive oil ' „ 

and it was given i*p. (10 in i c r og rams/kg * twice daily for 7 days) ♦An: • 

extract of unsmoked tobacco was dissolved in olive oil and was given with ‘ 
the Same schedule, at a dose which was estimated to correspond to about/10 
micrograms nicotine/kg b*w* A]1 groups of animals received an additional 
i.p. injection on day 3, one hour before sacrifice* Our results showed that 
unsmoked cannabis inhibited the hepatic- activities of the microchondrial 
A1 DM (low-Km and high -Kin), the hepatic low-Kin cytosolic A1DH (p less than 
0*001) , and the 1ow-Km mitochondrial AT DM of the brain (p less than 0.001)* 
Administration of smoked cannabis to the animals inhibited the hepatic 
mitochondrial low-Km A1DH (p less than 0.001), but it did not influence the 
brain enzymes* (ABSTRACT TRUNCATED AT 250 WORDS) 
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Chronic nicotine treatment intensifies gastric ulceration by 
cold-restraint stress in rats. 

Qiu B$; Cho CM; Ogle CW ■ 

Agents Actions Jul 1391, 33 (3-4) p 3 6 7 - 7 0 , , 

Nicotine 5, 25 or 50 micrograms/rn 1 drinking water given ad lib for 5* i0 
or 2 0 days, dose and t i me-deponden11y worsened cold-restraint-induced 
(stress) ulceration in rat stomachs* Treatment with nicotine 5 or 25 
niicrograins/iril did not influence the number of gastric mucosal mast cells 
degranulated by cold and restraint; however, drinking 50 rnicrograms/ml for 
10 days lowered further' the mast cell count in stressed animals. During 
20-day nicotine administration, the daily food intake and body weight gain, 
up to the 18th day when the animals were starved before experiments, were 
not affected by the three concentrations of the alkaloid, except that fluid 
consumption tended to be less only in those animals given the highest dose* 
The findings indicate that chronic nicotine treatment exacerbates the 
severity of stress-evoked ulcer formation. The ulcer-intensifying mechanism 
of the two lower doses of nicotine appears not to be related to additional 
mast cell degranulation; only the ulcerogenic action of the highest 
concentration includes this factor. It is unlikely that ulcer aggravation 
by nicotine is due to malnutrition because body weight gain and solid food 
i n take by the. a 1 ka 1 o 1 d- t r ea ted rats were normal. 
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D e c r e a s e in e n d o t h e 1 i u in - d e p e n d e n t relaxation in 
bed foil o wing v asc u1 a r calcium overload produced b y 
in rats. 

C h i 1 1 o n J M ; Hoffman M ; C a p d e v i 1 1 e A t k i n s o n 
19 91, 4 9 ( 3 ) p 5 7 5 ~ 3 6 , 

of young rats with vitamin D3 plus nicotine, which has been 
a model of cardiovascular calcium overload, produced an 
the calcium content of the mesenteric arterial bed and lowered 
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in vitro v a s o c o n s t r i c t o r r o .. p o n <. e s. 
Attenuation of the v a :> oeo n s t t i cl ion 
o 11 d o the! i u m • ci c p o n d e n l v a s o d i 1 a L o r s , 

o' i rn i n 1 shed, b u L the effect. s o f s o d 
u in chan g e d * T h e vitamin D 3 p 1 u s n i c o l 
of the i n v o 1 v cm e n t of o a ! c i u ifi ovn - ■ • • d 


to norepinophrino and serotonin* 
induced by norepinephrine by the 
c a r b a e h o1 and histamine, was 

i uni n i tropruss iclc and papaverine were 
ine model may be useful for the study 
in vascular endothelial dysfunction. 
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Beneficial effects of nicotine. 

J a r v I k M E 

0 r J Ad d i c t; May 19 91, 0 0 (5 ) p 5 71 5 , 

Nicotine in tobacco brings illness and death to millions of people. Yet 
nicotine in its pure form has the potential to be a valuable pharmaceutical 
agent. Nicotine fair1y specifically binds to the cholinergic nicotinic 
gating site on cationic ion channels in receptors throughout the body. This 
action stimulates the release of a variety of neurotransmitters including 
e s pec i a 1 1 y ca L e c1 1 o 1 am ine s and s c r o t t on i n . When chronically taken, nicotine 
may result in: (1) p o i k i v t> r e in force m ent, ( 2 ) negative reinforcement, ( 3 ) 
reduction of body w oig hl, (1) cmiiancoment of perfo nuance, and protection 

a gainst; ( 5 ) P a r k i iuon ' s disease ( 6 ) ■ ToureUe ' s disease ( 7 ) A1 z h e i m e r s 
disease, (8) u1ce t a tiv o colitis and (9) sleep apnea. The reliability of 
these effects varies greatly but justifies the search for more therapeutic 
a p plications f o r lh1s 1n l e r es ling compound. 
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Implications of tobacco use as an addiction [editorial] 

West R; Grunberg NE 

8r J Addict May .1991, 36 (5) p435--3, 
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Pro- and p o st-concepti o na1 tobacco effects on the CD-I mouse fetus. 

Paulson RB; Chan Feld J; Pcause L; Iranpour 3; Paulson JO 

J Craniofac Genet Dev Biol Jan Mai 1991, 11 (1) p48-58, 

The objective of this study was to examine the effect of sub chronic 

administration of an aqueous extract of smokeless tobacco (ST) on the 
o’ e v e 1 o run ent of the C D ■ 1 m o use f ■* L u s . Mice were ndmin i stored ST f o r 

•a p p r o x i rn a t e 1 > 5 weeks: for 7 w o c* I . s prior to breeding, during breeding, and 

d u r i n g g e s t a t i o n a 1 d ay $ 0 L o 17, Thus the initial peak nicotine levels 

occurred prior to b r e ?din g and not d u r In g the critical periods of 

gestation. Two ST dosages were administered by gastf ic intubation three 

t i m o s daily: 3 T / D • 1 , •. C| u i v a I e n t to a dose of 12 mg nicotine/kg of body 

w eight, a n d 5 T / D ■■ 2, e q u i v a 1 ent to 20 mg nicotine/kg body weight. Maternal 
plasma nicotine levels were determined 30 min after the second intubation 
during the pre Ireatment and gestational phases o r treatment. At these ST 
dosages, the weight gain of ST* treated dams was not significantly affected 
in comparison to treated controls. The mean maternal plasma nicotine level 
for the low-do sage group w 363 ng/rnl , and 481 ng/ml for the high-dosage 
y ic u p , w itli maternal 1 o l h -a 1 i t y b > or v o d at 9 . 6 X and 23.27, respectively. No 

significant different, o s wo r o eon b o lweon control and 3T/D- 1 maternal 

and/or fetal values, wxcept for placental weights which were heaviest in 

l ho 3 T group (f ’ 1 o v r than 0 , h 5 ) . 8 ■ * v o r a 1 d i. f f e r e n c r s y; ore n o t c d b etween the 
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jT/D -2 group and conti o I •> : f r i, a ) wo i g!i Ls woi o reduced by 5.4 Z (P less than 

® 0*05); decreased os s i f i c a t i o f i w a s seen I n f e mu r in e a s u r ernent s and in nine of 

ten characLot i s l i cs meacui ed (P less than 0*05); the frequency of 

resorptions [7.GZ) was almost doubled (controls 4.2%); and the frequency of 
^ deaths and ma 1 f o i ma L i o n ■ w.v,. not affected. Under' these experimental 

conditions, the low dose produced a negligible effect on the CD-I mouse 
fetus and the dam* The high dose demonstrated growth retardation (P less 
® than 0,05) , incr? a s c d r ' mb t y p t. o x i c I L y , a n d a s i g n i f i c an t decrease in 
o s s i f i ca l 1 on ( P 1 c s Umn P * 05 ) * 
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Centralbl Hyg Umwcltmed Mar 1991, 191 (2-3) p333~46. 

In 1ndus t r i a1 i z e d countries life expectancy in the elderly is decreased 
mainly by degenerative cardiovascular diseases such as myocardial 
infarction and stroke* Null it ion, especially excessive intake of calories, 
unbalanted diets as wa 11 as abuse of alcohol and nicotine play an important 
role in cardiovascular m o i t a 1 it y an d m o rb i dit y just as these factors do in 
the pathogenesis of certain typos of cancer. The National Health Survey 
19 34 /36 in the PPG o r f e r d a L a on the prevalence of such risk factors as 
cl e v a t e d b o d y weight, el e v a tod blood pressure, hyporcholesterolaernia, 
cigarette smoking and alcohol consumption in different age groups, This 
knowledge provides the basis of modern primary health care and health 
education in of’der to 1 im i t diseases caused by unhealthy nutrition, In this 
respect the countrywide integrated programme for action called "7 against 
7" is not just an import an l parl of primary heal Lh care carried out by 
general practitioners, but also an effective instrument in the fight against 
c i v i 1 i z a t i o n d i s e a s e s * 
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A double-bl i n d trial of a 16 * h o u r l r a n s d e r rn a 1 nicotine patch in smoking 
c e s ■■■ a f i o n [see c o mm c n Is] 

T o fines e n P ; N o r rega a r d J ; 5 imon s e r i K; 5 a w e U 

N Engl J Med Aug 1 1991, 325 (5) p311-5, 

BACKGROUND* The use of nicotine chasing gurn combined with psychological 
supper't improves the success rate in quitting smoking. We studied the 
safety and efficacy of a transdeima1 nicotine patch in smoking cessation. 
METHODS. We conducted a double blind randomized study comparing the effects 
o f a 16 - h o u r n i c o t i n o patch (15 ■* / ■• 3.5 mg of nicotine in 16 hours) with 

those of a placebo patch. Of the 239 smokers (207 women and 82 men) 

enrolled in the study, 115 wore treated with nicotine patches and 144 with 
placebo patches for 16 weeks, RESULTS. Rates of sustained abstinence were 
significantly better with active treatment than with placebo: 53, 41, 24, 

and 17 percent of those in the n i cot i ne• paLch group were abstinent after 6, 
12, 26, and 52 weeks, respectively, as compared with 17, 10, 5, and 4 
percent of those in the p1 acebo -patch group (P loss than 0.0001). Only two 
subjo c t s with the nicotine patch and o n e with the placebo patch had to 

w i t h draw from Lh o , L u d y b o <. a u o f side c f feels . CONCLUSIONS. The ni cot i n e 

skin patch proved to be . nfc and effective, as demonstrated by a higher 
i' a i: c- o f a* b si i mince t h a n w i 11 1 placebo* However, the absolute rate of 
a h s t i n ence after o n c y e a r w aonly 17 percent, which is lower than the rate 

in studies that have combined the use of nicotine chewing gum with 
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Acute effects of nicotine on hunger ancl caloric intake in smokers and 
n o ii srnoke r s . 

Perkins. Is A; Epstein LH; St ill or RL; fern strom MH; Sexton JE; Jacob RG; 

5 o 1 b e r g R 

Psychopharmacology (Berl) 1991., 103 (1) pl03-9, 

The inverse relationship between smoking and body weight may be due in 
part to nicotine's of fee Is on reducing hunger and eating* Male smokers and 
non smoker's (n - 10 each), abstinent overnight from smoking and food, 

participated in four sessions, involving consumption of a liquid caloric 
load or water followed by nicotine (15 mierograms/kg) or placebo via nasal 
spray every 20 ruin for 2 h. Hunger and satiety ("fullness") ratings were 
obtained prior' to each dose presentation. At the end of the two sessions 
involving the caloric load (simulating breakfast), subjects were also 
presented with typical 1uneh/snabk food items varying in sweet taste and 
fat content for ad lib consumption. Results indicated that, for both 

smokers and non smokers, the hunger reducing effects of nicotine occurred 
only following caloric load consumption, and there was no effect of 
nicotine on hunger afer water consumption. Smokers unexpectedly reported 
gr eater satiation than not \ smokrrs following the caloric load regardless of 
nicotine or placebo condition. Nicotine also resulted in less calorie 
intake during the meal, and lhe decrease was not specific to consumption of 

sweet, high-fat foods. ihen? results indicate that nicotine reduces 

appetite, possibly helping to explain the influence of smoking on body 
weigh t. 
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Prenatal smokeless tobacco efleets on the rat fetus 

Paulson R 3; Shari fold J; Mullet D; Cole J; Paulson J 0 

Journal of Craniofacial Genetics and Developmental Biology 14 (1). 1994. 

1 6 ” 2 3 . 

Pull Journal Title: Journal of Craniofacial Genetics and Developmental 
Biology 

The objective of this study was to examine the effect of an aqueous 
extract of smokeless tobacco (ST) on the development and bone ossification 
of the Sprague Pawley rat fetus at known nicotine blood levels. Darns were 
intubated with the ST extract three limes daily on gestational days (GD) 
6 ~ 18 with one of the following; ST equivalent to either 1.33 mg nicotine/kg 
body weight (3TD-1), 6 mg nieotine/ky body weight (STD-2), or equal amounts 
of distilled walc'i (sham treated controls). Parallel groups of rats were 
used for n i c o l i n e b 1 o o d - 1 e v 1 determinations. Dams were killed on G D 19, 
fetuses and placentas were weighed, and resorptions, deaths, and/or 
mal formations were noted. Two thirds of the fetuses were further examined 
by Wilson's method, and the remaining one third was stained and cleared for 
skeletal examinations. Mean plasma nicotine levels, determined in a 
parallel group of nonpregnanl/pregnanl rats, were 220.4/283.3 ng/m1 in the 
STD-1 group and 869.1/846.3 ny/ml in the STD-2 group. At these ST dosages, 
weight gain of dams was reduced i n comparison with sham-treated controls (P 
It .05), but fetal weigh to were reduced in the .STD-2- group only. Placental 
weights, 1 i 11. e r size* resorptions, deaths, and malformations were not 
s i g n i fie a n 11y a f f ec t e d. S ko1ola 1 exam i n a lions revealed several dose-related 
ci i T fere n ces bet w con l h e 3 T lie a L c cl an d s h am - treated control groups. In the 
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STD -1 group, reductions in ossification were seen in the nasal and femur 
G width measurements only. In the STD -2 group, reductions in ossification 
were seen in Femur length and width, in the number of ossification centers 
in the forelimb, in the maxillary, mandibular, and nasal bone measurements. 

We conclude that under' Lho *e expc r i men ta 1 conditions the effects o f ST at 
the low close are minimal, whereas the high ST dose resulted in significant 
growth retardation and decreased ossification levels (P It . 05 ). 
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B a e t L i g K ; K o s J ; li a s e n Prat l M 

Drug Development Research 3J, (1 ) . 1934. 59-70. 

Full Journal Title: Drug Development Research 

Four-clay food intake reports, collected with electronic diaries, and 
saliva probes for cotinine analysis were obtained from 39 smokers and 43 
non smoke rs. The nonsmoker had a higher caloric intake than the smokers, 
but this was related to moi c fr equent sport activities. The distribution of 
energy intake across carbohydrates. Tat, arid protein was identical for both 
groups, but the smokers consumed bread, sweets and desserts, cheese, fruit 
juices, muesli (a cereal and yoghurt mixture), and water less frequently, 

but also more soft dr'inks, coffee, and alcohol. Only coffee and alcohol 
drinking were correlated with saliva cotinine. For two additional days, the 
recording of food intake was continued together with the continuous 
recording of activity and heart rate, intermittent measurements of blood 
pressure, assessments of subjective state, and performing a mental task. On 
one of these 2 days, the smokers had to abstain from smoking. Abstinence 
lowered heart rate and increased caloric intake by. abou t 500 kca1 , whereas* 
actorneter readings, blood pressure, subjective state, and mental 
performance were unaffected. Also unaffected were the percentage intake of 
fat, protein, and carbohydrates and the frequency of consuming particular 
food items. Post hoc correlations between subjective state, cotinine 
measures, excess intakes of total calories, rnacronutrients, and specific 
groups of food items were obtained only occasionally and in an inconsistent 
fashion. It is suggested that effects of smoking on taste and eating as a 
hedonic substitute when abstaining might represent important factors for 
food intake beyond the effects of nicotine. The new methods developed for 
this study appear to offer’ a way to obtain detailed information under 
particularly naturalistic conditions in studies on smoking and related 
p rob 1ems. 
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model to evaluate cardiovascular effects of 


The early chick e rn b r y o 
adrenaline and nicotine 

Rosenbruch M; Kniepen J; Woishaupl C 
Toxicology In Vitro 7 (4 ) . 1993 . 54 1 - 545 . 

Full Journal Title: Toxicology In Vitro 

During the early stages of development, chick embryos offer 
for vascular and circulatory studies. The present experiments 
out with nicotine arid ad r ena 1 i ne as validation substances, to 
this system can be applied to evaluate functional cardiovascular effects. 
Nicotine was injected into the yolk be fore incubation and administered 
topically on different days of incubation. Adrenaline was injected 
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! n t r a v a soul a r 1y to evaluate functional effects (heart rate and heart 
arrhythmia)* Mortal i ty rates following nicotine and adrenaline application 
wore determined. An injection of nicotine prior' to incubation resulted in a 
dose-related increase in undeveloped chick embryos, and the topical 
appi iea Lion led to ! i ypo ra e mia and haemorrhages. The body weight of the 
embryos was reduced due to the i ope a led nicotine application. After iv 
injection of adrenaline, heart rate increase and the occurrence of heart 
arrhythmia showed doso - respoil so effects and the mortality rate was 
three-fold higher as compared with the controls. These results show that, 
■following the application of adrenal inc and nicotine, effects on the early 
chick embryo are similar to those seen in other test systems. In addition 
to its use in toxicology, l hi', model is suitable for the evaluation of 
functional cardiovascular effects. The system does not require living 
animals, and uses stages of development during which the nervous system is 
still immature. 
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Increased aortic endothelial cell death and enhanced t r a n s e n d o t h e1ia1 
macrorno1 ecu 1ar transport in sireplozotocin-diabetic rats 

Lin S-J; Hong C-Y; Chang M-S; Chi ang 8 N; Chien S 

Diabetologia 3G (10). 1993. 926-930. 

Full Journal Title: Diabetologia 

Hypertens i on, cigarette smoking and diabetes mellitus are well-known risk 
factors for at herosc 1erosis and coronary heart disease. Repeated 
endothelial cell injury and increased lipid entry have been suggested as 
initiating events in atherogenesis. Out' previous studies have demonstrated 
that the frequency or endolho1 ia1 cell death and associated endothelial 
permeability were significantly increased in the aorta of spontaneously 
hypertensive rats and chronic oral nicotine-treated rats. In the present 
investigation, we examined the hypothesis that diabetes also increases the 
frequency of arterial endothelial cell death and hence transendothelial 
macronto 1 ecu 1 ar transport, which may have some implications in increasing 
lipid entry and thus accelerating atherogenesis. Diabetes was induced in IS 
male Sprague -Dawlcy rats by intraperitoneal injection of 6 0 mg 
strepfcozotocin per kg body weight. The duration of diabetes was 6 weeks. A 
group of 15 a g e-rnatched rats, injected only with the buffer and maintained 
over the same time period, served as the controls. In en face preparations 
of the thoracic aorta, IgG-containing dead endothelial cells were 
i d e ntif i e d by an indirect immunoperoxidase method, and endothelial leakage 
to Evans blue albumin complexes was quantified by fluorescence microscopy. 
Diabetic rats, compai ed to control rats, had significantly higher values 
for' the frequency of endothelial cell death (0.77 + - 0 ♦ 10 £ vs 0.38 + - 
0.047;p It O.005 by two-tailed, unpaired Student's t-test) and the number 
density of Evans b 1 u e - al b urn i n leaky foci (4.33 +~ 0.48/mm-2 vs 2.99 + ~ 
0.38 /mrn~ 2; p It 0.05 by two tailed, unpaired t-test) in the aorta. It is 
concluded that, si m liar- to the situations in hypertension and nicotine 
consumption, the observed increase in the frequency of endothelial cell 
death and mac r orno 1 e cu 1 a r pe i rnoab i 1 i ty to large molecules in the aorta in 
streptozotoe in-induced diabetic rats suggest that these changes may 
contribute to accelerated atherogenesis in diabetes. 
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full Journal Title: Journal 

Nicotine Li an&dermal del ! v^M'y systems (n 1 co t i ne-TDSs ) 
e T f e c i i v e a s $ i s I a n c c to m o k e f's in smoking cessation 
o ecu r i" e n c c o f w i Hid r aw a 1 ^ymp 1 oin . Howe v e r , s u h -j> L an t i a 1 s k i n 
b o e rt r e p oiled with the f mu_i nit o t 1 r i e - T D S s in a r k e t e d recently, 

■.•kin reactions, a new type of nicotine TDS has been recently developed. In 
vitro skin permeation studies demonstrated that this nicotine-TDS yields a 
c o nst a n t skin permeation [ > i o file with a permeation rate of 0.063 ( , + « . 

003) mg /cm 2 /h across human cadaver skin and 0.069 (.+«, 0.014) rng/crn2/h 

across hairless rat skin* which are comparable to the steady-state 
permeation rates attained by flab Sir ol and Ni code rm systems. Tike clinical 
P1 1 armacok1nolic evaluations in two ethnic groups of smokers indicated that 
a steady-state nicotine P1 asma level has been inaintained throughout the 
course oT 24-h topica 1 application. While a higher dai1y dosage of nicotine 
has been del ivered Lfansder inal 1 y Co Taiwanese smokers* from all three patch 
^ires* tnan to Amei lean smokers, no clear' demographic effect was detected 
in most a har macokine Lic pa r amelc rs between these ethnic groups* even after 
t a k 1 n g the differ c i i c c in s u t> j e c t s body weight into consideration. 
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PMARMACODYNAM IC AND PHARMACOKINETIC 
AN AID TO SMOKING CESSATION 


TRANSDERMAL NICOTINE A REVIEW OP ITS 
PROPERTIES AND THERAPEUTIC EfTICACY AS 
PALMER K J; BUCKLEY M M; f'AULDS D 
DRUGS 44 (3). 1932. 493-623, 

full Journal Title: Drugs 

T cans d e r rn a 1 n i c o t i n o d © 1 i v c r y systems are a cigarette smoking cessation 
aid designed to deliver nicotine into the systemic circulation via the 
- kiri. T h o p a i t i a 1 r e p 1 a c e m out o f p 1 a s rn a nicotine* which would have 
otherwise been obtained fiom cigarettes, reduces the severity of nicotine 
w i l h d r a w a 1 s yin p l o in s * a i i d s u -a 1 1 o w s i ho s rn okcr to abstain from s m o k i n g more 

easily. The systems are available in 16- and 21-hour application regimens 

an J are recommended for daily use for up to 20 weeks, including a series of 
'weaning-o f f' courses. Cl in leal trials have shown that abstinence rates of 
30 to 417, can be achieved during the first 6 weeks of applicaiton of 
t r an s dermal nicotine systems, compared with 4 to 212! with placebo systems. 

The use of concomitant behavioural therapy may increase the success of 
t r © a t m e n t , w i t h initial abstinence i'ates of up to 862! reported. However, 
long term abstinence rates (> 6 months) are considerably lower with or 

w 1 11 1 ou t bohavioural Lhci apy * often falling to less than half of the initial 
rates. Transdeimal nicolino systems have been well tolerated in clinical 

trials, with local irrit a L i o n at the site of application being the most 

common adverse event. Mild gastric, central nervous system (CNS) and sleep 
d i s L u r b a n c os h a v e a 1 s o been r e p o rt e d . The ease of use and unobtrusive 

nature of. the systems have resulted in a high degree of patient compliance. 

Thus, t r an sdo rma1 n i co t i no sy s loms o f f o r a convenient form o f n i c o tin e 
r ep 1 acernen 1: 11 i e rapy which are well to 1 e rated and, due to their 

pharmacokinetic profile, probably have a low dependency potential. Th 
“»h o i ■ t term abstinence rales achieved with this therapy a p e encouraging 
however, the maintenance of abstinence in the long term is harder t 

achieve. Transdermal nicotine replacement therapy, therefore, represents a 
i nip o r tan t a d v a nee in L h o difficult area of smoking cessation rn a n a g e rn e n t . 
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INTER3FECIES SCALING OF NICOTINE CONCENTRATIONS IN THE BRAIN A 
RNY3 IOLOGICALl.y CASED PHARMACOKINETIC STUDY 
P l.OWCHALK D R; OCtlCTHIZY 0 0 
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PRE-CONCEPT IONAL AND POST - CONCEPT IONA l. TOBACCO EFFECTS ON THE CD-I MOUSE 
FETUS 

FAULSON R B; SHANFEL.D J; PR A US E L; IRANPOUR S; PAULSON J 0 

J CRANIOFACIAL GENET DEV BIOL 11 (1). 1991. -10-58. 

Full Journal 1 i Lie: Journal of Craniofacial Genetic:, and Developmental 
3 i o 1 o g y 

T h o o I) j e c l i v e of this s L u cl y w a s I o e x am i n e* the? effect of subchronic 
adrn i n i s fc r a L i on of an aqueouv extract of smokeless tobacco (ST) on the 
development of the CD-I mouse fetus.. Mice were administered ST for 
a p p r o x i i n a L o 1 y 5 weeks: f o \ 2 weeks prior* to breeding, d u r i n g breeding, a n d 
during gestational days 0 to 17. Thus the initial peak nicotine levels 
occurred prior to biecding and not during the critical periods of 

gestation. Two ST dosages were administered by gastric intubation three 

times daily: ST/D 1, equivalent to a dose of 12 mg nicotine/kg of body 

weight, and ST/D2, equivalent to 20 mg n i c o t i n e / k g body weight. Maternal 

plasma nicotine levels we ro u o termined 30 min aTter the second intubation 
during the p r e t: r e a tmen t and gestational phases of treatment. At these ST 

dosages, the weight gain of S r ■ 1 1 ■ e a l e d dams was not significantly affected 

in comparison to treated controls. The mean maternal plasma nicotine level 
for the low-do sage group was 3G3 ny/ml , and 481 ng/ml for the high-do sage 
g r o u p , with maternal lethality o I > s e r v c d at 9 . G % and 2 3.2 % » respectively. No 
signi fic a n t different;cs wo i • o see 11 b v Lwoon control a nd 3 T/D-1 maternal 
a i i d / o t fetal values, exte p t for p 1 a c c n t a 1 w eights, w h i c h were heaviest in 
tile ST group (P < 0.05). Several differences were noted between the S T / D - 2 
g roup and .controls: fetal weights were reduced by 5.4% (P < 0.05); 
decreased ossification was .con in femur measurements and in nine of ten 
characteristics measured (P < 0.05); the frequency of resorptions (7.6%) 
was almost doubled (conti ol ■> 4.2%); and the frequency of d e a t h s and 

ma1 formations was not affected. Under these experimental conditions, the 
1 o w >J o s e p v o d u c o d a negligible erfoct on t f i e CD-I mouse fetus and the d am . 

1 h e high dose dernon s L r a t ed growth i c U\r dat i on ( P < 0.05), increased 

embryotoxiciLy, and a significant decrease in ossification (P < 0.05). 
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EFFECTS OP CHRONIC NICOTINE TREATMENT ON THE IMMOBILIZATION 


PATS 

NISHIO M; is I COSH I S; MURAMATSU I 
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Errecr or maternal alcohol and nicotine intake individually and in 

COMBINATION ON FETAL GROWTH IN THE RAT 

LEI CUTER J 

DIOCHCM ARCH -7 (1). 1991. 13- 20. 

Full Journal Title: 0 i o c h cin i cal Archives 

The effect of maternal ethanol and nicotine administration, separately 
an J i n comb i n a i: i o n , on fetal growth of rats was studied. Nicotine was 
administered by gavago (about 3 mg/kg body weight/day) for the entire 
gestational period. A1 coliol was given if) drinking water for 4 weeks prior 
to mating (10/ the first week and 20/ during the next 3 weeks) and 30/ 
throughout gestation. Appropriate pair*-fed arid ad libitum control animals 
wore i nc 1 uded to separate* the effect o f ethanol and nicotine on outcome of 
pregnancy from those pi educed by the confounding variables of malnutrition. 
B o d y w e i g h f s of f e t u s e e x p used to alcohol alone or in combination with 
nicotine were significantly lower than those of the pair-fed and ad libitum 
controls. However, the difference in fetal body weight between the alcohol 
plus nicotine and the alcohol alone group was not significant. Similarly, 
in the rats adrn i n i s to rod nicoL.ine only, fetal weight was not significantly 
different compared to control animals. The results of this study indicate 
lfiat maternal alcohol intake impairs fetal growth and nicotine does not, 
regardless whether it is a dm i n is t e r e d separately or* in combination wit h 
alcohol for the entire g c s t a 11ona1 period. 


5/AU, TI , SO, A3 / 71 (Item 11 from file: 5) 
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TERATOGENIC EFFECT Of NICOTINE ON PALATE FORMATION IN MICE 

3AAD V A; GARTNER L. P; HIATT J L 

BIOL STRUCT MORPHOG 3 (1). 1930-1991. 31-36. 

Full Journal Title: Biological Structures and Morphogenesis 
Fetuses of pregnant CO 1 mice, exposed to intraperitoneal injection of 
0.1/ nicotine sul fate at a do so of 1.6 7 mg/kg body weight/day on 
yostafional days 615, were compared with control (saline Injected and 
ii o n ^Injected) f e t uses t o a s s e s s i. ho effects of nicotine on fetal growth i n 
g e n c r a 1 and p a 1 a t o g c no s i ■. in particular'. At total of 59 pregnant females 
(13 experimental and -11 control) were sacrified on the 18th gestational day 
and their fetuses were examined gross morphologically arid histologically 
(using serial sections through the head in the frontal plane). Data 
analysis revealed that maternal weight gain, crown-rump length, fetal 
weight and head dimension':, were s i gn i f i can tl y , r educed in nicoted treated 
animals when compared to those of the controls. Histological examination 
revealed that 9.6/ or fetuses of nicotine injected mothers presented clefts 
of the palate, whereas none of the control fetuses had that anomaly. It was 
concluded that nicotine lias a determintal effect on general growth and 
d evel o p rn e it i; a s w ell as on p a 1 a t o g e n e sis of mice. 
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Acute effects of tobacco smoking on hunger and eating in male and female 
smok e r s 

P e r k i n $ K . A . ; $ e >< ton J . E . ; D i rn a r c o A . ; Ponte C . 

APPETITE , 1994 , 22/2 ( 1-13 -153) 

Cigaretl e s m o k i n g is a s s o c I ate cl w 1 t h reduced body weight, an effect w h i c h 
has often been attributed to acute anorectic actions of nicotine. In this 
study, male and female smokers (n-10 each), abstinent overnight from 
s m o k i n g and food, p a r t i c i p a t e d in three 2 - h sessions , i n v o 1 v i n g 
intermittent, controlled exposure to their* usual cigarette (mean yield 


Source: https://www.industrydocuments.ucsf.edu/docs/jndlOOOO 


2028930760 





Se i te 34 


fj ♦ 7 -3 in y 11 t c 0 l i n e ) , a 7 c 1 y 1 uw nicol.ino cigarette ( 0.1 rn g ) or an unlit 

Cigarette. H u n g 0 r a n cl c: i g a 1 e 11 e c raving were assessed throughout each 

cession, which ended with ad libitum consumption of a variety of food items 
( ' 1 u 11 c h ' ) . PI a s mil 11 i co l i nc a r t a 1 y s 0 s c on f i r m 0 d s u ccer.s f u 1 contf'ol of 

11 I c 0 t i n e q :>< p 0 s u i e v i a --mo t i ny • Results Indicated no differences across 

cigarette conditions in hunyci, in contrast: to the sharp differences in 
cigarette craving. There were no differences if) total caloric intake, or in 
rn a c r 0 n u t r ion t or taste selection. There were also no differences in any 
responses to smoking condition a * a function of gender. These find lings cast 
into question the commonly held notion that nicotine or smoking has acute 
anorectic actions in smokers. 


b / AU , T I , 3 0 , A 0 / 7 3 (Item 2 f r um file: 73) 
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c T 1 e c L s of chronic t r e a L to e r \ l with C 4 ) and (■ ) n i c o t: i n e o n n i c o t i n i c 
acetylcholine receptoi ; and N m? L h> 1 D a :>p ai tato receptors in rat brain 

Zhang X.; Cong 2.-41,.; Nordbe-iU A. 

DRAIN RES. t 1334, 6 41/L (3 2 39 ) r 

In this study, the effects of chronic treatment with (+)'nicotine on 
brain nicotinic acetyl chol i no 1 cccpto.rs (nAChRs) and N-methyl D ~ a s p a r t a t e 
(MMDA) receptors, as well as on animal body weight were compared with those 
of chroiiic L r e a t rn 0 i 1 1 with nicotine. Male S p r a g u e -■ D a w 1 e y rats were s . c . 
Injected with saline, ( *)- f 1 i c 0 1 i n a ( 2.0 m g Tree base/kg b.w.) or 
( •■ ) -nicotine ( 0.43 mg free basc /kg b.w.) for iG days. Brain nAChRs were 
investigated by ( ) ( 3 ! I)n i c0tint binding. A significant increase in the 

h i g h • a f f i n i • l y (-)- ( 311 )nic0lin 0 (3 nM) -binding sites was observed in the 

cortex, hippocampus, midbrain and striatum but not in the cerebellum of the 
r -xi i> treated with cither ( « ) 01 ( )• nicotine. The displace m on t curves of 
( 3 H) nicotine/ (-) -n i cot in© in the cortices of rats treated with either 
( ~ or ( *) - n i c 0 line s h u w 0 d only one population of h i g h - a f f 1 n 1 t y binding 

s lies, whereas both i 1 i g 11 and 1o w- a f f i nit y binding sites were observed in 
t f 1 e c 0 r t Ices of c 0 n1 1 0 1 an I m a1s. B \ ain NMDA receptors were studied by 
( 3 \ I ) M K • £5 01 , w h i c f > bifid s to the NM DA r ecep to r - i on channel co rn p 1 e x . A 
significant decrease in the D(max), but not if) the K(D) for ( 3 H)MK -801 
binding if) the cortices of rats treated with either (+ ) - or (- ) - nicotine 
was only detected under coi Lain experimental conditions where the NMDA 
1 0 c e p tors s c- c rn n 0 t 1 0 b e rn a x 1 m a 1 1 y activated. The body weight of the 
animals treated with (-) -nicotine was significantly lower than that of the 
c 0 n t r 0 1 animals, w h e r e a s there was no difference in body weight between 
( r) '-nicotine- and sal i no ■ L 1 ca ted animals. . These results show that 
( r ) - n 1 c 0 t 1 ne l; r e a l me n t; 1 1 a s a n effect. on nAChRs in rat brains which is 
similar to that of ( ) nicotine tiealmont, but an effect on body weight 

w h i c h differs fro rn ( ) nicotine, and also suggest that nicotinic agonists 

may Interact with brain NMDA receptors if) vivo, 


D / At' ,71, GO , AD / 7 1 (Item 3 from file: 73) 

DI A LO G(R)R I Ie 1 3: (c) 1 3 9 4 E1 > ov i or Science B . V . All r ts. reserv , 

f n r e v a 1 one c of hypertension in childhood 
RRAVALCNZ DER iiVPCRTONIC IM KiNDtSALTER 
K1 irnrn II. *-D. ; Reuter Kul n I. 
rORTSCHR. MED. , 1994, 112/3 (31-36) 

D a ckgrounci inf 0 r rn a t Ion : V cry f e w studies have been published on the 
incidence of hypo* tension In childhood and adolescence, in particular in 
the doctor's office. Method: In view of this, the L e hr a u f t r a g 

All g eme i nmed i 2 i n at the University of Heidelberg caf'r led out a study in the 
Northern part of the G*rman Gfatc of Baden-Wurttemberg involving 21 general 
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p t -a c t i c c s aiid 410 c1 1 i 1 d i■ cn 
q u e $ t i o n n a 1 r c c o v e r 1 n g p c r s < 
d i a s to! 1 c b 1 o o <J p t c o o u r e s 
in c> asuroi n e n t , a i \ d a 1 o 

I! y j .■> o i ‘ L o 11 0 i On vv a v f (• u n ■ ! i 
cJ i a g n o s i & , half of all Lhe 
I ^ o w over, inoro I; h a n 10 7 


r o l a c i o r i b! i i p s 1 
a 1 i; oi»o 1 abusc, 
l o the s rn a 1 1 
a i \ a I y s i s . 


410 c 1 1 i 1 d i • o i} aged be twee n 4 and 13 year’s. In addition to a 

•over mg per stmal , social and family data* the systolic and 

! pressures were determined by automatic osci11ometric 

i i \ d a 1 o u *:■ i n g a m e r c u r y s p h y g rrt o rn ano rn e 1. e r . Results: 
tv fcuii.! in '7.937 o i' Lire c i i i 1 d r on e x am i n e d . At Lhe time o f 
of all Lhe chMuion wore suffering from some acute disease? 

than 107 were discovered 'by accident'. Interesting 

•ere f o if 1 i d b e t ween iiyper tern, ion , body weight, nicotine and 

s p o i ting at. L I v it i o > an d f am i 1 y data, wh i c h , however, owing 
n u rn b o r o f v u b j e c t s , w ere ri o t am enable to more detailed 
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H i c: o t i n a w i t i i d r aw a 1 : A b c 
r c spond i ng , 1 ocuinu Loi ac l i v i Ly 

}! e 1 1 o n D « R . ; M o dl i n D . L . ; T i 
P 3 V C HOP I 1A RMA CO LO GY , 1993 f 1 

T h r e e d i f f e r c n 1. b e h a v i o r a 1 
Abrupt c o s sa t ion u f eili uit i i n 
p e r’ day ) w a s c on!; in u o u s 1 y a 
i tup 1 an t i i’Kj A1 *:e i o smo t I c rn i n I 
1 i g h t / d a r k d i s c r i in i n a t i o n t a s k 
o f r o sporises or pei cenL 
a d ht ini s t r a t i o n , o r foil o win g 
ambulatory (locomotor) and 
a cl in ini s t r a Lion p r o d u c o d s I g 

amb u 1 a t o r y a 11 d non and)u 1 a lo i y 
H o w e v or*, no s i g n i f i c a n t a 1 l e r 
nicotine c e ss a 11o n. C xperim e n t 


c! i a v i o r a 1 as s e s s ri ie n 
y, and sense r i mo to r 
i > an o J . P . ; Ra smu s 
113/2 r (205-210) 

1 measures were us 
n i c o t I lie Ire a Imen L . 
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ry startle re spon se. 
ses were seen in si a 
Nicotine (0.4 mg/kg , I 
i L h d r a’w a l p h a s c a t ten u 
no cessation. Those st 
i mo tor reac t i v i ty -a f l e 
expression of nicotine 
o r a 1 Las k e rn p 1 o y e d * 


ic mini pumps subcutaneously, experiment 1 employed a 
ion task. There were no significant effects on number 
oi cent correct responding either during nicotine 
o11u win g cessation of nicotine, Experiment 2 examined 
r) and nonambula tory activity. Chronic nicotine 
c o d s i g i) i f I c a n 1: dose-dependent increases in both 
u I a L o i y activity d u r i n g the first 3 days of exposure, 
n t a1le r a lions were seen in activity levels following 
peliment 3 examined sensorimotor reactivity using the 
o spo n se. During nicotine withdrawal, significant 
in star L1e amplitude in both nicotine groups for 4 
m g / k g , If’) a d rni ri i s t e r e d before startle testing during 
attenuated the increased reactivity seen during 
Those studies indicate that 1) rats display increased 
ly -Artei' cessation of chronic nicotine exposure, and 
i C- o t i n e dependence and withdrawal is dependent on the 
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‘act of mon i L o r e cl s rn o kin g c e s s a lion on plasma lipid profiles 
: amaki M. ; Lau stio1 a K,E. 
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. DISORD. , 1933, 4/3 (219-226) 

of monitored smoking cessation 
b1ood rh e t> 1ogy was studied in 10 
monitored by an a1y sing n icot i ne me 
a n d 1 i p i d \ > a r ame t. e r s we i c a n a 1 y 
ion. We i epoi L a significant incre 
L ratio. Both the weight of the s 
o d significantly. Saturated 
ler thr'ee weoks in the TO fraction 
ester frac Lion, im plying an ef f e 
u n s a t u r' a t e d / -a i u r a t e d and p o 1 y u n 
s i g n i f i c a n 1.1 y . Thoie were a 1 s o 
a r a c Pi idem i c :i c. i d ari d p a 1 m i t o 1 e i 


or pi asrna fatty acid 
male subjects. Cessation 
t a b o1 it e s in urine, w hi1e 
sec) after three and eight 
as e in total cholesterol, 
objects a n d the body mass 
fatty acids increased 
and after eight weeks in 
ct of dietary alteration, 
saturated/saturated fatty 
significant Increases i n 
c acid, and significant 
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